Sir:
Vicenistatin (1), an antitumor antibiotic isolated from Streptomyces sp. HC-34, is unique in its structure whicr includes a 20-membered macrocyclic lactam aglycon and an aminosugar (vicenisamine).1) The absolute stereochemistry of the aglycon has been determined as shown in structure (2), Scheme 1.2) Its significant antitumor activities and unique structure prompted us to launch synthetic studies to clarify the chemical features essential to antitumor activity. The 20-membered macrolactam ring skeleton (2) has now been successfully synthesized and the absolute configuration has thus been verified. Our convergent synthetic plan, which should be flexi- Thus, ozonolysis of the TBS-protected 8a, followed by COREY's8) or BESTMANN'S9,10) procedure gave the acetylenic compound 9a, which was then deprotected and oxidized to carboxylic acid 9c. SHIOIRI'S reagent11) was used in the Curtius rearrangement to obtain the trimethylsilylethoxycarbonyl (Teoc) protected aminoacetylene 10a, which was further converted to the p-methoxybenzyl (PMB) protected aminoacetylene 10b.
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Scheme 2. Synthesis of coupling components (7b and 10b).
were simultaneously removed by tetra-n-butylammonium fluoride (TBAF) to give the aminocarboxylic acid 14b, the precursor of the macrolactamization. The final cyclization was successful by SHIOIRI'S method 13) to construct the macrolactam ring (H-11 geminal protons, which were observed as a singlet in the acyclic forms, were in contrast observed as a couple of AB-doublets: 2.57 and 2.72 J=14.1Hz). The EE protective group of 15 was finally deprotected to give the N-PMB-aglycon 2. Its specific rotation and all spectroscopic properties were identical with those of the naturally derived 2, which was obtained from vicenistatin (1) in four steps: i. e. acidic hydrolysis; EE protection; N-PMB protection; EE deprotection.
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Scheme 3. Synthesis of the aglycon (2).
complete 20-membered macrocyclic lactam ring skeleton of vicenistatin (1). Further synthetic studies on the aminosugar (vicenisamine) and vicenistatin itself are now in progress.
